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Panipenem/betamipron i= D> TEBEN), ERREICRETL 72,

1) BN BRARMRD & Bt L 72 #1881 A5 2 panipenem o> MIC % % L, imipenem
(IPM), ceftazidime (CAZ) & H##RaT L 72, Staphylococcus aureus, Escherichia coli, Klebsiella
pneumonniae, Serratia marccescens \=xt L TIZAFE IPM L IZIZREOHE H % b7,
Serratia liquefaciens, Proteus vulgaris, Proteus mirabilis, Morganella morganii 1= %4 T2 7%
AlIZIPM & 0 1 BRBERREBN T\ 505, CAZICIY 3EBRMERRES - T\ 72, Pseudomonas aer-

uginosa (=& L T3 AH D ©— 73.13ug/mlic

D, IPM, CAZ £V 2EBE% > T 1z,

2) EBREYRRET @ B4R 1801, MMSERRENSMME S B, MILERE 1F, B4 146
D2 G L, HREIZ80% TH - 12, MEFHIZN R Streptococcus pneumoniae, Haemo-
Dhilus influenzae, Pseudomonas aeruginosa O %N ZF# 2%k, Streptococcus sanguis, Sta-
phylococcus simulans, Pseudomonas putida D% N Z1 1 BkApsik L 7>, BIFERIZONS, B
EALBED & 1 5, FFEEEREH 4BlcZBDH b7z,

Key words : Panipenem/betamipron, # /L X% LARBAER, HES, 1FRIESRELSE,

G TERIRE

ZEHK XS H TR & N panipenem/
betamipron(PAPM/BP)i3 # /L /N = & 4 F i 4 &l
panipenem(PAPM) ¢ BTt FuX7F 5 —+-1
EFERAR—REEEREAI LT I VBFEAK
betamipron(BP)?» 1 : 1 nEAHIT, B-7 7 % ~—
YIS TLE THRAMEE, BAMED 77 4BE, &
HHEICHCHENZHL T30,

L7z 513 PAPM/BP 12D THEBERYIC I3 BERR K
» & 18 b N 7z Staphylococcus aureus, Escherichia
coli, Klebsiella pneumoniae, Serratia marcescens,
Serratia liquefaciens, Proteus vulgaris, Proteus mir-
abilis, Morganella morganii, Pseudomonas aerugi-
nosa N &t 214 BRI OV T HAR(LEBMEESIZ R K
i2& " PAPM/BP o MIC # #llzE L 72,

BE PRI |3 DR 2 R sE 240 (B2 18, M@MESGE
RRUSENBME S B, MifbRE 16 L BEEBER1
Blnat2sBlic 5 L, PAPM/BP DERKBIRIR, HHE
FHIEHE, BIERIC DWW TRETL 72,

REEWNIE 12 LR T19834 1 A 51988411 5
F TORICERRBRAKRD 5185172 S. aureus 27#, E.
coli 2T%, K. pneumoniae 27%k, S. marcescens 19
¥k, S. liquefaciens 6 %k, P. vulgaris 27%, P. mirabilis
27T¥k, M. morganii 27%k, P. aeruginosa 2THkiZ O\
T PAPM/BP o MIC ##1% L, imipenem (IPM),
ceftazidime (CAZ)? % 1L & &M & L 72 (Table
1), #REEEIZ10°ells/mITH 3,

S. aureus \Z ¥t L TAHFNZ £k 0.05ug/ml LLF T
IPM L E%TH -7z, E. coli, K. pneumoniae =3¢ L
TAHIZIPM, CAZ t@%, L L RETFEATY
72, S. marcescens \= %t L TizA#L [PM, CAZ 13
VIRFNIME S %8BTz, S. liquefaciens, P. vulgar-
is, P. mirabilis, M. morganii \= %+ L TAHliz IPM L
D 1EXPEREREBN T\ 3 7%, CAZ 1213 3 EYPRASRE % -
Tz, P aeruginosa i3 L Tz AR DO ©— 733,13
ug/micd Y, IPM, CAZ kY 2 BZB% - Ttz

ERPREURRET TI219884E12H £ 1 1989 7 AT 8

‘T 467 AEEMHRMEETFNE 1
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A ARIc B HBH M A% E—MEL, NTT REEA%
BEMRt, £EERHIENRERAE, BFaEIRER
BENFHC 2L, RBEMORE 157225680 % 1%
& L7z, BB, LotE126) THEmIII1ED 5855 (FF
¥160.45%) TH 5B,
REDWFUIIIG K186, BUFERLPIED BYILE
56 (REXMIRE4AR, VIABREARTEA]
Bl), BLIREE 181 BREEL 1BIDH225HTH > 72,
SEFZMRHE, BIER, BERREMEIC SV URE
L7z,

PAPM/BP m#%5 ki3 6] T & #5/K100mlic
A#0.5g/0.5¢ % &ML, 30~6002 7 T1H2MES

WEEL:, #5A%34 855168 (F#410.78),
B 5 &it4g/4g » 515g/15g (F#10.3g/10.3g) T
Hotz,

R Y E IZEERSIF & MEFRRIRICHTT TRETL
72. BEIRZhRIZAKIR, BEX, PRRE L TR, B
X %1%, GOmEk#, CRP, HitfE, RArRLEHEE
FHRELLT, Rkt ) hERICL ) EFHREINE
L7,

Z5h (Excellent) | A& 5% 7 BLINIC B, fbEAr
ROELWEEGALNL LD,

A% (Good) : AxI#51% 7 BLUNICH, fiEFRFRN
oUW EIALNLE LD,

Table 1. Sensitivity of clinical isolates

Orgar;isms Antibiotics MIC Gug/mb
(No. of isolates) Range MICsp MICoo
panipenem 0.05 0.05 0.05
Staphylococcus aureus imipenem 0.05 0.05 0.05
@n ceftazidime 6.25~12.5 6.25 12.5
Escherichia coli panipenem 0.05~0.10 0.05 0.10
Schenc "22‘7")’ imipenem 0.05~0.20 0.10 0.10
ceftazidime 0.05~0.39 0.10 0.20
. ) panipenem 0.05~0.20 0.10 0.10
Klebsiella pnewmoniae imipenem 0.05~0.39 0.10 0.20
@n ceftazidime 0.05~0.20 0.10 0.20
Servati panipenem 0.05~3.13 0.39 1.56
ey imipenem 0.10~3.13 0.39 1.56
ceftazidime 0.05~50 0.39 3.13
o ) panipenem 0.20~12.5 0.20 12.5
Servatia liquefaciens imipenem 0.20~3.13 0.39 3.13
©® ceftazidime 0.05~3.13 0.05 3.13
Prot leari panipenem 0.10~1.56 0.39 0.78
roleus ”“(gg)’“ imipenem 0.20~3.13 0.78 1.56
ceftazidime 0.05~1.56 0.05 0.10
Prot imabili panipenem 0.10~1.56 0.78 1.56
roleus ’”’(;“7)‘ 18 imipenem 0.20~3.13 1.56 3.13
ceftazidime 0.05~6.25 0.05 0.20
. panipenem 0.39~0.78 0.39 0.78
Morganelia morganii imipenem 0.78~1.56 0.78 1.56
@n ceftazidime 0.05~0.78 0.05 0.05
Psed . panipenem 0.39~25 3.13 12.5
seu ”’”"’:;;)“’”g’”""’ imipenem 0.20~12.5 0.78 6.25
ceftazidime 0.39~12.5 1.56 6.25
Table 2. Clinical efficacy of panipenem/betamipron
Disease No. of patients Excellent Good Fair Poor Unknown Efficacy rate
Pneumonia 18 3 11 4 14/18
Bronchiectasis 4 3 1 4/4
Diffuse panbronchiolitis 1 1 171
Lung abscess 1 1 0/1
Pyelonephritis 1 1 11
Total 25 6 14 1 4 0 20/25 (80.0%)
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PRHH (Fair) | A#I#5% 7 BLRICH, HEAR
ROBEOREIALNS LD,

#3h (Poor) © A%l 54 7 BLIAIC H, ERTRD
HEVALN 51280,

HEAREE (Unknown) : BEFRZIR L HETE LW Y
(28
MR BB RIT > BB o By & 1 {8 2% (Eradicated),
# 2 (Decreased), # X fi(Replaced), & Z&(Un-
changed), AB3(Unknown) & #I%E L 72,

BRERzh R (Table 2 )i, iR 186 Ti3ES) 3 6, A%
1161, %% 4 Bl CHMEIZTT.8 % TH » 12, BHERE
RBPENBHUHB S HITIIEX 3B, H% 2 B TLH
BIULTH - 72, MALIRIE 1 BlizH%), BEE
RIBIIBEHTH - 72, LEDEERFEIZES 6 5,
BB, B 15, &3 461T, HXHEIZL0%
ThH-712,

FEIREFEER L L RERE R E Nz 03126 T
BHRAHUI13% TH - /2 (Table 3), fEFI6, 10TIT
Streptococcus pneumoniae, fEBH|24 TiZ Streptococcus
sanguis, IE B20T i3 S. aureus, fE BI127T I Sta-
phylococcus simulans, FEHI11, 22Ti3 Haemophilus
influenzae, fEH 3 TIX P. aeruginosa, IEFI8TI
Pseudomonas putida &2 R H bR S NUAFI
5%Mk L7z, fEBI20TIE S, aureus H* coagulase-
negative Staphylococci (CNS), fE %121 T i3 S.
pneumoniae, P. aeruginosa H* Xanthomonas malto-
philia 1=, FEBN14TI3 E. coli * X. maltophilia |2
RU 2, FEBISD P. aeruginosa DiERIZATHTH -
PAR

BRRBH A ERN TH - 12tk 2 fEF) (FEFI 6, 10)
DR L DVRB E N7 S, preumoniae 12X b AH|
@ MIC 120.006ug/mlLL T T - 72, FEBI24 (& 3L
RIE, ERBI) T3 ABTEF A MER$L22800/me, CRP4+

Th - 2h, 57 HBI25900/m, CRPEICHEL,

MR Lk L7, WEKMAERE TIE S, sanguis HR
HE&h, &# o MICi20.012ug/ml TH - 72, i )
20 (G LILIRIE, AANEY) 13 HERER BUC BRIBPENG RS A%
fE, BMBEY veFab Y, WKL VBRSNS
aureus \= 313 B AK| D MIC 133.13ug/mlTH - 72,

OBEHEE N EAGIC L2 b b TARFIOTE 1 h R
KRR N EBbn s, EFI4 Bk, AR
Bl) IIEMEBICATRME, BUEMAMEELS D,

gL DRIBEE N E coli 123t 5 MIC 130.20ug/

mlC, EHBELRTEIC X maitophilia (AFNZxH
% MIC i2100ug/mlLd E) ic AL 72, 5B 3 (M)
BEBEBICAELIMEE,»H ), ABEFH MEREK
12400/mr, CRP 5+ TH - 727%, #5 7 H HIZ 136100/
wr, CRP + &7 ), BYER, WX RO RERHTE
RLEZEPLEHMEHEL 2. BERLINVBRBEI N
P. aeruginosa \= ¥4 % A& MIC (20.39¢g/ml TH -
72o FEFI21 (KRB LILIREE) |3 205 B B IR At RS A%
fEAH ), ABEK, BMmEK#6900/m, CRP 5+, #Rik
& 106mm/h TH - 7245, #5 7 H B2 136600/,
CRP +, &KRIfE 35mm/h &% 0, &L, BHEEY
WRLIZELLEMEHELL, BRLOVBREIN
72 S. pnewmoniae, P. aeruginosa \Zx+$ % AF] MIC
134720.006ug/mlLLF, 0.39ug/mlTHN, BEKRT
¥ 12 X. maltophilia (AENZX$ 2 MIC i3100xg/ml
PUEl) @KL 2.

LIk, BERE SCEOEREIZI0%TH Y, AH
DRBEENTE S, BRMHR, WEFOMRE LG
TELERTH 72, P10 HBEE BB MEEAZE MR
B, BRIBMEATRIRIE, [EXIREY ERAEX, Mo
ANy, WEOELE L OIMPIRSEFRYAELER TI3@EE
IZEARETH B, FRICBWTIIFNICEZ ST 5
BIDEERMBIZBRIFTH ), in vitro TOREAHH in
vivo TOBRFEMBRERML 2L N EZEZ b7z,

PAPM/BP »#[F R & Zz LN 2 HEM L EIER
(Table 3) I3FEHII4 TG £ 4 BBICONRHIFEL
725, EMOKDIEEIZ & - THEHREATTRETH Y,
BAEMGG#T HeE L 72, RIS TRERAIHE A B L
72lz8, FREDZREEHIEL, ik 27 2 L EIDONAR
2T o4 FREBRMZIT- 72, AMIPIE#28H
12k L 72, BRIKMMAEMBRE (Table 3, 49) &L T,
LDH o E&»71 %) (#E6110), GOT, GPT, AL-P»
bR & Naf&F» 14 (FEHIL7, MiEER), GOT,
GPT, AL-P, LAP, y-GTP®» L& »*1 # (5 #l
23), GOT & GPT & L& 15 (FEHI25) 12 A 5 1L
72, FEBI0, 2513BHAEIN T L VWLOLRBETH
555, EHNTTIIRESPIEBRLAET, REHIT AR
BRIZL B LD EEZ 12, FEBI3TIIARAIRS Sk 1%
R L 72,

Lk, &FE0Pakes BeydesE, RIC#BBIc L T
PAPM/BP 3BV ERRMRE R L, ZEMENEWIKHF
L8Bbnr,
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Table 4-1. Laboratory findings before and after administration of panipenem/betamipron
Case RBC Platelet Eosino GOT GPT AL-P BUN Creatinine
No. (x104/mm’) | (x10*/mm’) (%) (IU/ml) IU/ml) (IU/ml) (mg/dl) (mg/dl)
B 457 40 0.5 15 11 8.6* 26 1.2
1 D 415 37 3 20 20 6.8* 14 1.2
A 358 37 4 35 25 6.6* 14 1.1
B 467 21 1 28 23 6.4 18 1.0
2 D 476 22 3
A 481 18 2 25 14 7.1* 13 1.1
B 447 30.7 0 16 4 206 14.9
3 D 434 35.3 2 15 6 182 15.4
A 428 38.4 4 13 7 186 19.3
B 437 26.3 0 39 71 397 18.2 1.5
4 D 430 51.8 2 50 101 454 134 1.1
A 424 39.8 3 24 51 233 10.9 1.1
B 376 26.1 0 64 42 107 15.6 0.9
5 D 368 34.1 7 17 31 97 12.5 0.
A 361 32.3 1 13 17 122 18.6 0.7
B 390 21.3 0 37 38 464 15.6 0.9
6 D 417 443 0 32 62 228 10.8 0.8
A 386 40.1 1 14 21 272 11.0 0.7
B 393 373 0 21 29 218 21.2 1.1
7 D 346 35.1 1
A 363 51.3 1 15 12 192 144 1.0
B 458 18.7 1 103 88 211 20.8 1.0
8 D
A 355 11.5 2 84 65 170 16.6 1.0
B 245 22.7 2 95 84 593 15.5 1.4
9 D 227 23.3 0
A 245 28.4 0 23 13 286 21.3 1.5
B 314 29.6 0 13 5 191 29.0 1.3
10 D
A 284 34.2 0 14 5 176 23.5 1.2
B 458 42.7 4 21 15 337 13.0 0.9
11 D 429 50.4 6 31 13 228 13.8 1.0
A 449 30.9 1 27 14 224 15.5 0.9
B 397 31.3 0 96 57 897 22.7 1.1
12 D
A 475 34.4 4 24 30 349 12.7 0.7
B 430 36.7 0 10 5 128 134 1.0
13 D
A 427 34.8 4 16 13 122 14.6 1.0
B 354 51.9 0 15 16 192 11.2 0.9
14 D 352 72.7 0 17 14 192 12.8 1.0
A 340 54.7 0 23 18 146 25.8 1.0
B 428 22.9 4 23 23 174 13 0.9
15 D 417 21.0 3 22 23 186 12 1.1
A 407 4 20 15 144 11 1.1
B 327 14.2 1 44 63 175 9 0.8
16 D 328 17.9 2 32 41 163 9 0.7
A 346 38.0 2 21 18 170 7 0.7
B 296 44 .8 2 26 44 325 8 0.8
17 D 295 48.1 3 37 49 358 9 0.8
A 282 62.9 2 51 60 382 6 0.8
B Before D : During A After *: K.A.
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Table 4-2. Laboratory findings before and after administration of panipenem/betamipron
Case RBC Platelet Eos. GOT GPT AL-P BUN Creatinine
No. (x104/mm?) | (x104/mm°) (%) (IU/ml) (IU/ml) (IU/ml) (mg/dl) (mg/dl)
B 340 41.7 3 12 5 266 11 0.9
18 D 328 40.4 16 11 5 228 13 0.9
A 334 40.5 2 15 7 195 17 1.0
B 417 24 2 11 9 4.4* 15 0.7
19 D 394 21 3
A 410 21 1 13 9 4.3* 16 0.9
B 339 76.9 2 14 4 353 20.3 1.1
20 D 292 44.8 3 14 4 272 15.9 1.1
A 297 58.9 1 17 3 283 23.7 1.3
B 382 44.2 1 48 41 316 27.8 0.8
21 D 353 51.9 5 18 23 186 13.7 0.7
A 364 45.5 2 22 22 176 20.3 0.9
B 452 33.6 2 18 31 263 12.4 0.6
22 D 447 429 4 17 20 248 12.3 0.8
A 439 33.7 7 34 39 219 15.0 0.7
B 351 64.9 1 11 16 261 7.6 0.6
23 D
A 353 63.9 2 58 126 655 5.2 0.7
B 408 15.3 0 14 9 204 19.6 0.9
24 D 397 23.6 1 22 17 170 17.4 0.9
A 422 27.7 3 18 14 202 18.9 0.9
B 400 18.4 25 34 24
25 D 368 15.8 0 45 31 135 45 1.7
A 336 30.1 0 10 1.0
B: Before D: During  A: After *: K.A.
X (13
1) +B—%, BB B #38EAAMEREFIEE

AXEBE, TEL > K7 L01), CS-976, KE,

1990

2) BALFMEYS | R/ANRH L B EMIC)R E ik
DEWETIC DT, Chemotherapy 29

1981

76~179,
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FUNDAMENTAL AND CLINICAL STUDIES ON
PANIPENEM/BATAMIPRON

Yoshimitsu Hayashi?, Kazuhide Yamamoto”, Yasuo Yamada®,
ToshihikoTakeuchi”, Masahito Kato?, Hidekazu Hanaki®, Tomonori
Tashiro®, Go Ito®, Joichi Kato® and Kazuo Yoshitomo*

YFirst Department of Internal Medicine, School of Medicine Nagoya City Unversity

1, Kawasumi, Mizuho-cho, Mizuho-ku, Nagoya 467, Japan
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We carried bacteriological and clinical studies of panipenem/betamipron (PAPM/BP),

1) Antibacterial activity. The MIC of panipenem (PAPM) against clinical isolates were measured
and compared with those of imipenem (IPM) and ceftazidime (CAZ). Against Staphylococcus aureus,
Escherichia coli, Klebsiella pneumoniae and Serratia marcescens showed similar activity as did IPM.
Against Serraia liquefaciens, Proteus vulgaris, Proteus mirabilis and Morganella morganii PAPM
showed superior activity than IPM by one step and showed inferior activity than CAZ by three steps.
Against Pseudomonas aeruginosa PAPM showed inferior activity than IPM and CAZ by step.

2) Clinical study. PAPM/BP was administered to the total of 25 patients, including 18 with
pneumonia, 5 with acute exacerbation of chronic airway infection, 1 with pulmonary suppuration,
and 1 with pyelonephritis, and an 809 efficacy rate was obtained. As for bacteriological efficacy, 2
strains each of Streptococcus pneumoniae, Haemophilus influenzae, P. aeruginosa, and 1 strain each of
Streptococcus sanguis, Staphylococcus simulans, Pseudomonas putida were eradicated. Stomatitis and

facial erythema occurred in one patient each as side effects. Abnormal elevations in liver function
tests were noted in 4 patients.



